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L6 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2 002 ACS 

IN Giordano, Frank J.; Dillmann, Wolfgang H.; Mestril, Ruben 
TI Gene therapy for myocardial ischemia 
SO PCT Int. Appl., 35 pp. 
CODEN: PIXXD2 

AB A transgene- inserted replication-deficit adenoviral 

vector is effectively used in in vivo gene therapy for myocardial 
ischemia in an protective way, by a single intracoronary injection 
directly conducted deeply in the lumen of the coronary arteries in an 

amt . 

sufficient for transfecting all cell types in the affected region, 
including cardiac myocytes. The vector contains a transgene coding for a 
stress-related factor (HSP70i, HSP27, etc.). 

L6 ANSWER 2 OF 7 BIOSIS COPYRIGHT 2 002 BIOSIS 

AU Buchou, Thierry; Kranenburg, Onno; Van Dam, Hans; Roelen, Dave; Zantema, 

Alt; Hall, Frederick L.; Van Der Eb, Alex (1) 
TI Increased cyclin A and decreased cyclin D levels in adenovirus 5 

ElA-transf ormed rodent cell lines. 
SO Oncogene, (1993) Vol. 8, No. 7, pp. 1765-1773. 

ISSN: 0950-9232. 

AB Adenovirus- (Ad) -ElA proteins carry two conserved domains (CRl 

and CR2) required for transformation of primary rodent cells and 
essential 

for association with cellular proteins, including pl05-RB, p58-cyclin A 
and p33-cdk2. We show that in normal rat kidney 49F (NRK) cell lines 
expressing various mutant Ad5-E1A genes, CR2-, but not CR-1-, 
deletion mutants induce a typical transformed phenotype as 
characterized by morphology, absence of density arrest and loss of serum 
requirement. This indicates that induction of these transformed 
properties 

is a function of CRl. The fact that ElA proteins with 

deletions in CR2 show a greatly reduced association with RB, 

cyclin A and p33-cdk2 suggests that these associations are dispensable 

for 

ElA-mediated transformation of NRK cells. Induction of the transformed 
properties is accompanied by a CRl-dependent increase in Proliferating 
Cell Nuclear Antigen and cyclin A gene expression. Elevated mRNA and 
protein levels of cyclin A were also found in Adl2 -El-transformed NRK 
cells but not in ras -transformed NRK cells. On the other hand, cyclin D 



expression is decreased in a CRl-dependent manner. Although Ad5-E1A 
proteins are sufficient to transform NRK cells, further deregulation of 
growth is obtained when Ad5-E1B proteins are co-expressed. One of the 
Ad5-E1B effects is the sequestration of the p53 protein into a 
cytoplasmic 

body containing the p53/Ad5-ElB-55 kD complex. Interestingly, in NRK cell 
lines expressing Ad5-ElB-55 kD, cyclin A could be detected not only in 

the 

nucleus but also in the cytoplasmic bodies. These results indicate that 
the deregulation of cell cycle control by the Adenovirus-El 
region may be due to a CRl-dependent alteration of the expression of 
eye 1 ins A and D. 

L6 ANSWER 3 OF 7 MEDLINE DUPLICATE 1 

AU Pieniazek D; Pieniazek N J; Macejak D; Luftig R B 

TI Enteric adenovirus 41 (Tak) requires low serum for growth in 
human primary cells. 

SO VIROLOGY, (1990 Sep) 178 (1) 72-80. 

Journal code: XEA; 0110674. ISSN: 0042-6822. 

AB It had been postulated that due to lack of growth of enteric 
adenovirus 41 (Ad41) on human primary cells and its growth on 
Graham-293 cells there was a defect in the Ad41 ElA region. However, we 
found as a result of careful evaluation of Ad41 growth on several primary 
cell lines (HEK, WI-38, or Detroit 551) that efficient viral 
multiplication is possible if the serum concentration in the medium used 
postinfection (p.i.) is kept between 0.2 and 1%. In contrast, only slight 
growth of Ad41 occurs in infected cells maintained in 5% serum and 
virtually no viral replication is found in infected cells cultivated in 
medium with 10% serum. The serum inhibitory effect appears limited to 
primary cells because no difference in Ad41 replication, as assayed by 
accumulation of Ad41 DNA, was found in infected continuous cell lines 
(HEp-2, 293) cultivated p.i. in either 1 or 10% FBS . Also, this effect 
appears specific for enteric adenoviruses, such as Ad41, since 
conventional adenoviruses, such as Ad5, grow well in both 1 and 
10% FBS. The above results show that Ad41 can grow in a variety of 

primary 

cell lines, under specific culture conditions. In addition, we found that 

Ad41- infected primary cells grown in medium containing 0.2% serum had an 

increase in synthesis of the 70-kDa heat shock 

protein {HSP70) at about 6 hr p.i. and also Ad41 was able to 

complement the Ad5 ElA deletion mutant dl312. These 

results show that the ElA function of Ad41 is not impaired in infected 
cells . 

L6 ANSWER 4 OF 7 MEDLINE 

AU Williams G T; McClanahan T K; Morimoto R I 

TI Ela transactivation of the human HSP70 promoter is mediated through the 
basal transcriptional complex. 

SO MOLECULAR AND CELLULAR BIOLOGY, (1989 Jun) 9 (6) 2574-87. 
Journal code: NGY; 8109087. ISSN: 0270-7306. 

AB We have examined the promoter sequence requirements for Ela 
transactivation of the human HSP70 gene by using a transient 
cotransf ection assay. A 5' deletion study has defined a basal 
transcription unit extending to -74 relative to the transcription 
initiation site which was fully Ela responsive. Further 
deletion, abolishing a CCAAT element at -67, drastically reduced 
basal and Ela-induced expression. A linker-scanner analysis has 

identified 

four functional elements within the basal transcription unit which may 
interact with CTF, SPl, TFIID, and an ATF/APl-like factor. Sequences 



between -100 and -188 can partially compensate for mutations in these 
elements. No mutation specifically abolished Ela inducibility . Any 
reduction in absolute Ela- induced levels was accompanied by a 
corresponding reduction in absolute basal levels, thereby maintaining a 
constant relative fold induction. We conclude that Ela transactivation of 
the human HSP70 promoter does not require any single basal transcription 
element. We also examined an HSP70 promoter fragment, containing the 

CCAAT 

element at -67 and the purine-rich element at -54, out of its normal 
context by fusing it upstream of a transcriptionally inactive herpes 
simplex virus thymidine kinase deletion construct containing only the 

TATA 

box. The resulting chimeric promoter was fully Ela responsive. 
Mutagenesis 

of this promoter fusion demonstrated that the CCAAT element was essential 
for detectable basal and Ela- induced expression. Mutations in the 
purine-rich element resulted in an approximately 10-fold elevation in 
basal levels and rendered the promoter nonresponsive to Ela. 

L6 ANSWER 5 OF 7 MEDLINE 

AU Murphy M; Opalka B; Sajaczkowski R; Schulte-Holthausen H 

TI Definition of a region required for transformation in Ela of 
adenovirus 12 . 

SO VIROLOGY, (1987 Jul) 159 (1) 49-56. 

Journal code: XEA; 0110674. ISSN: 0042-6822. 

AB In order to define functionally important regions of the El a gene of 
adenovirus 12 (Adl2) , a number of Adl2 mutants were studied. These 
mutants share an identical 69-bp deletion in the first exon of 
Ela as well as duplications of a long terminal repeat sequence at 
the end of the Adl2 genome. The mutants are fully competent for 
replication and growth in their normal hosts and have a host range 
extended to include the Vero cell line of African green monkey origin. 

The 

partially deleted Ela can stimulate the expression of 

all early adenoviral genes as well as the cellular heat shock gene, the 
transcription of which is stimulated by AdS Ela. However, 
plasmids containing the deleted Ela plus wild type Elb 
were unable to effect a transformation of either primary rat embryo 
fibroblasts or on an established cell line following transf ection. 
Further, the mutant viruses were defective in generating tumors in 
newborn 

hamsters. We conclude that the deleted sequence of Ela 

described here is critical for transformation by Ela but is not necessary 
for multiplication of the virus or the transcriptional activating 
function 

of the gene . 

L6 ANSWER 6 OF 7 CAPLUS COPYRIGHT 2 002 ACS 

AU Nevins, J. R.; Imperiale, M. J.; Feldman, L. T . ; Kao, H. T. 

TI Role of the adenovirus transforming gene (ElA) in the general 
control of gene expression 

SO Transplant. Proc . (1984), 16(2), 438-40 
CODEN: TRPPA8; ISSN: 0041-1345 

AB The adenovirus ElA protein inactivated a major heat-shock gene 

in human cells equiv. to the major 70 , 000-mol . -wt . heat-shock gene of 
Drosophila. Through the action of the ElA protein, transcription of the 
heat-shock gene is induced, suggesting that both the human heat-shock 

gene 

and early adenovirus genes are subject to the same cellular 

regulation. Pseudorabies (a herpes virus) virus was used to det . if the 



herpes immediate early gene would activate adenovirus genes. 

Coinfection of HeLa cells with deletion mutant dl312 ( 

adenovirus E1A-) and pseudorabies virus resulted in 

activation of the early adenovirus genes. Moreover, the herpes 

virus -mediated activation was much stronger than the normal ElA-mediated 

activation. Expts. using a temp . -sensitive mutant of pseudorabies 

confirmed that the immediate early gene was responsible for the 

activation. 

ANSWER 7 OF 7 CAPLUS COPYRIGHT 2 002 ACS 

Nevins, J. R.; Imperiale, M. J.; Kao, H. T. ; Strickland, S.; Feldman, L. 
T. 

Detection of an adenovirus ElA-like activity in mammalian cells 
Curr. Top. Microbiol. Immunol. (1984), 113(0ncog. B-Cell Neoplasia), 

9 

CODEN: CTMIA3; ISSN: 0070-217X 

A discussion is presented on the existence of a human cellular homolog of 
the adenoviral ElA gene product. The viral ElA gene product mediates 
early viral transcription during lytic infections and also induces a 
72 -kilodalton (kd) cellular heat-shock protein 

Several uninfected human cell lines were examd. for the presence of 
this 72 kd protein and its mRNA. Those cell lines which contained high 
levels of the 72 kd protein and its mRNA also supported the expression of 
viral genes upon infection with viral ElA deletion 

mutants, suggesting the presence of a cellular homolog of the viral ElA 
activity. Cells possessing this ElA activity were usually tumor-derived 
and exhibited proliferative activity, suggesting that the cellular ElA 
homolog may be of relevance in the pathogenesis of neoplasia and in cell 
proliferation control. 
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Gene therapy for myocardial ischemia 

Giordano, Frank J.; Dillmann, Wolfgang H. ; Mestril, Ruben 
Regents of the University of California, USA; Giordano, Frank J. ; 
Dillmann, Wolfgang H. ; Mestril, Ruben 
PCT Int. Appl. , 35 pp. 
CODEN: PIXXD2 
Patent 
English 
CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 1996-US9858 19960607 
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LI 6 ANSWER 1 OF 15 MEDLINE DUPLICATE 1 

AU Lee Y J; Galoforo S S; Battle P; Lee H; Corry P M; Jessup J M 
TI Replicating adenoviral vector-mediated transfer of a 

heat -inducible double suicide gene for gene therapy. 
SO CANCER GENE THERAPY, (2001 Jun) 8 (6) 397-404. 

Journal code: CE3 ; 9432230. ISSN: 0929-1903. 

L16 ANSWER 2 OF 15 MEDLINE DUPLICATE 2 

AU Schoenberger S P; van der Voort E I; Krietemei jer G M; Offringa R; Melie 
C J; Toes RE 

TI Cross -priming of CTL responses in vivo does not require antigenic 
peptides 

in the endoplasmic reticulum of immunizing cells. 
SO JOURNAL OF IMMUNOLOGY, (1998 Oct 15) 161 (8) 3808-12. 
Journal code: IFB; 2985117R. ISSN: 0022-1767. 

L16 ANSWER 3 OF 15 MEDLINE DUPLICATE 3 

AU Sang N; Giordano A 

TI Extreme N terminus of ElA oncoprotein specifically associates 

with a new set of cellular proteins. 
SO JOURNAL OF CELLULAR PHYSIOLOGY, (1997 Feb) 170 (2) 182-91. 

Journal code: HNB; 0050222. ISSN: 0021-9541. 

L16 ANSWER 4 OF 15 CAPLUS COPYRIGHT 2 002 ACS 
IN Giordano, Frank J.; Dillmann, Wolfgang H.; Mestril, Ruben 
TI Gene therapy for myocardial ischemia 
SO PCT Int. Appl., 35 pp. 
CODEN: PIXXD2 

L16 ANSWER 5 OF 15 MEDLINE 
AU Yang U C; Huang W; Flint S J 



TI TuRNA export correlates with activation of transcription in human subgroup 

C adenovirus -infected cells. 
SO JOURNAL OF VIROLOGY, (1996 Jun) 70 (6) 4071-80. 

Journal code: KCV; 0113724. ISSN: 0022-538X. 

L16 ANSWER 6 OF 15 MEDLINE DUPLICATE 4 

AU Brown C R; Doxsey S J; White E; Welch W J 

TI Both viral (adenovirus ElB) and cellular (hsp 70, p53) 

components interact with centrosomes . 
SO JOURNAL OF CELLULAR PHYSIOLOGY, (1994 Jul) 160 (1) 47-60. 
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